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International application No. PCT/G BOO/01 521 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7) ): 
Description, pages: 

1 -9 as originally filed 

Claims, No.: 

1-12 as originally filed 

Drawings, sheets: 

1/2-2/2 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 12. 

because: 

H the said international application, or the said claims Nos. with repsect to industrial applicability relate to the 
following subject matter which does not require an international preliminary examination (specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-11 
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No: 



Claims 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-11 



Industrial applicability (IA) Yes: Claims 1-11 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claim 12 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive st p 
or industrial applicability; citations and explanations supporting such statem nt 

Reference is made to the following documents: 

D1 : CANTELLO B C C ET AL: 'Facile biocatalytic reduction of the carbon-carbon 
double bond of 5-benzylidenethiazolidine-2,4-diones. Synthesis of (+,-)-5-(4-{2- 
[methyl(2-pyridylamino] ethoxy}benzyl)thiazolidine-2,4 -dione (BRL49653), its (R)- 
(+)-enantiomer and analogues' JOURNAL OF THE CHEMICAL SOCIETY, 
PERKIN TRANSACTIONS 1, 1994, pages 3319-3324-3322, XP002099539 ISSN: 
0300-922X 

D2: WO 94 05659 A (SMITHKLINE BEECHAM PLC) 17 March 1994 (1994-03-17) 
cited in the application 

The present application relates to the hydrochloride dihydrate of 5-[4-[2-(N-methyl-N-(2- 
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione (claims 1-6), a process for preparing 
this hydrate (claim 7), pharmaceutical compositions thereof (claim 8), a hydrate accor- 
ding to claim 1 for the use as a therapeutically active substance (claim 9) and for use in 
the treatment of diabetes mellitus (claim 10), the usage thereof for the manufacture of a 
medicament (claim 1 1) as well as a method of treatment by administering the hydrate 
according to claim 1 (claim 12) 

For the assessment of the present claim 12 on the question whether it is industrially ap- 
plicable, no unified criteria exist in the PCT Contracting States. The patentability can al- 
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so be dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a com- 
pound in medical treatment, but may allow, however, claims to a known compound for 
first use in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 

Racemic 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione and 
its R-(+)-enantiomer are described in D1 . D1 furthermore teaches that the treatment of 
R-(+)-5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione with 
concentrated hydrochloric acid leads to the monohydrate hydrochloride salt thereof (cf. 
D1, p. 3323, right-hand column, synthesis of compound 6). 

Example 1 of D2 describes the maleate salt of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)e- 
thoxy]benzyl]thiazolidine-2,4-dione comprising also residual water. In D2 (p. 1, lines 24- 
25) it is emphasized that the salts of the compounds I (of which 5-[4-[2-(N-methyl-N-(2- 
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione is a representative) are character- 
ized by significant formulation and bulk handling advantages. Among the favoured 
pharmaceutical^ acceptable acids hydrochloric acid is mentioned (D2, p. 2, lines 12- 
14). 

Therefore the subject-matter of claims 1-11 according to the present application is no- 
vel in the sense of Article 33(2) PCT. 

The problem of the present application was to provide 5-[4-[2-(N-methyl-N-(2-pyridyl)a- 
mino)ethoxy]benzyl]thiazolidine-2,4-dione in a form which is particularly suitable for 
bulk preparation. 

Closest prior art is D2. 

As D2 refers to significant formulation and bulk handling advantages of pharmaceutical- 
ly acceptable salts of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)e-thoxy]benzyl]thiazolidine- 
2,4-dione (which was demonstrated in ex. 1 and also ex. 2 of D2), the person skilled in 
the art only had to choose HCI as pharmaceutical^ acceptable acid in order to solve 
the problem underlying the present case. 
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Since hydrochloric acid is even suggested as favourable pharmaceutical^ acceptable 
acid, (see above) this selection must be considered an obvious solution of the problem. 

By consequence an inventive step in the sense of Article 33(3) PCT cannot be acknow- 
ledged for the subject-matter of claims 1-11 according to the present case, as the appli- 
cant has not demonstrated an unexpected effect distinguishing the hydrochloride dihy- 
drate according to the present case further from the maleate salt described in D2. 

Re Item VIII 

Certain observations on the international application 

Obviously claim 1 1 (and also 12) refer to the hydrate according to claim 1. This should 
be indicated in order to fulfill the requirements set forth in Article 6 PCT. 

The terms "substantially" (claims 2, 3), "isolated" (claim 4), "pure" (claim 5) as well as 
"certain complications" (claims 10-11) are vague and unclear and leave the reader in 
doubt as to the meaning of the technical features to which they refer, thereby rendering 
the definition of the subject-matter of said claims unclear (Article 6 PCT). 

Claims 2 and 3 contain a reference to the drawings. 

According to Rule 6.2(a) PCT, claims should not contain such references except where 
absolutely necessary, which is not the case here. 

It is noted that the subject-matter of the present case is identical with that of the Intena- 
tional Application No. PCT/GB00/01527. 
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